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21 CFR Ch. I (4–1–98 Edition)§ 452.310

Subpart D—Ophthalmic Dosage
Forms

§ 452.310 Erythromycin ophthalmic
ointment.

(a) Requirements for certification—(1)
Standards of identity, strength, quality,
and purity. Erythromycin ophthalmic
ointment is erythromycin in a suitable
and harmless ointment base. Each
gram of ointment contains 5 milli-
grams of erythromycin. Its potency is
satisfactory if it is not less than 90 per-
cent and not more than 120 percent of
the number of milligrams of erythro-
mycin that it is represented to contain.
It is sterile. The moisture content is
not more than 1 percent. The erythro-
mycin used conforms to the standards
prescribed by § 452.10(a)(1) (i), (iii), (iv),
(v), (vii), and (viii).

(2) Labeling. It shall be labeled in ac-
cordance with the requirements of
§ 432.5 of this chapter.

(3) Requests for certification; samples.
In addition to the requirements of
§ 431.1 of this chapter, each such re-
quest shall contain:

(i) Results of tests and assays on:
(a) The erythromycin used in making

the batch for potency, pH, moisture,
residue on ignition, crystallinity, and
identity.

(b) The batch for potency, sterility,
and moisture.

(ii) Samples required:
(a) The erythromycin used in making

the batch: 10 packages, each containing
500 milligrams.

(b) The batch:
(1) For all tests except sterility: A

minimum of five immediate contain-
ers.

(2) For sterility testing: Twenty im-
mediate containers, collected at regu-
lar intervals throughout each filling
operation.

(b)(1) Potency. Proceed as directed in
§ 436.105 of this chapter, preparing the
sample for assay as follows: Place an
accurately weighed representative por-
tion of the ointment in a separatory
funnel containing 50 milliliters of rea-
gent-grade petroleum ether. Shake
until dissolved. Wash with four sepa-
rate washings of a 4:1 mixture of meth-
yl alcohol and distilled water. Combine
the washings and bring to volume with
the methyl alcohol-water solution in a

volumetric flask. Further dilute with
0.1M potassium phosphate buffer, pH
8.0 (solution 3), to the reference con-
centration of 1.0 microgram of erythro-
mycin base per milliliter (estimated).

(2) Sterility. Proceed as directed in
§ 436.20 of this chapter, using the meth-
od described in paragraph (e)(3) of that
section.

(3) Moisture. Proceed as directed in
§ 436.201 of this chapter.

[39 FR 19149, May 30, 1974, as amended at 49
FR 5097, Feb. 10, 1984; 50 FR 19921, May 13,
1985]

Subpart E [Reserved]

Subpart F—Dermatologic Dosage
Forms

§ 452.510 Erythromycin dermatologic
dosage forms.

§ 452.510a Erythromycin ointment.
(a) Requirements for certification—(1)

Standards of identity, strength, quality,
and purity. Erythromycin ointment is
erythromycin in a suitable and harm-
less ointment base. It may contain
suitable preservatives. Each gram of
ointment contains 20 milligrams of
erythromycin. Its potency is satisfac-
tory if it is not less than 90 percent and
not more than 125 percent of the num-
ber of milligrams of erythromycin that
it is represented to contain. The mois-
ture content is not more than 1.0 per-
cent. The erythromycin used conforms
to the standards prescribed by
§ 452.10(a)(1) (i), (iii), (iv), (v), (vii), and
(viii).

(2) Labeling. It shall be labeled in ac-
cordance with the requirements of
§ 432.5 of this chapter.

(3) Requests for certification; samples.
In addition to the requirements of
§ 431.1 of this chapter, each such re-
quest shall contain:

(i) Results of tests and assays on:
(a) The erythromycin used in making

the batch for potency, pH, moisture,
residue on ignition, crystallinity, and
identity.

(b) The batch for potency and mois-
ture.

(ii) Samples required:
(a) The erythromycin used in making

the batch: 10 packages, each containing
not less than 500 milligrams.
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(b) The batch: A minimum of 5 imme-
diate containers.

(b) Tests and methods of assay—(1) Po-
tency. Proceed as directed in § 436.105 of
this chapter, preparing the sample for
assay as follows: Place an accurately
weighed representative portion of the
ointment in a separatory funnel con-
taining 50 milliliters of reagent-grade
petroleum ether. Shake until dissolved.
Wash with four separate washings of a
4:1 mixture of methyl alcohol and dis-
tilled water. Combine the washings and
bring to volume with the methyl alco-
hol-water solution in a volumetric
flask. Further dilute with 0.1M potas-
sium phosphate buffer, pH 8.0 (solution
3), to the reference concentration of 1.0
microgram of erythromycin base per
milliliter (estimated).

(2) Moisture. Proceed as directed in
§ 436.201 of this chapter.

[39 FR 19149, May 30, 1974, as amended at 49
FR 5097, Feb. 10, 1984; 49 FR 47829, Dec. 7,
1984; 50 FR 47214, Nov. 15, 1985]

§ 452.510b Erythromycin topical solu-
tion.

(a) Requirements for certification—(1)
Standards of identity, strength, quality,
and purity. Erythromycin topical solu-
tion contains in each milliliter 15.0 or
20.0 milligrams of erythromycin. It
may also contain one or more suitable
and harmless solvents, surfactants,
buffer substances, diluents, and per-
fumes. Its potency is satisfactory if it
is not less than 90 percent and not
more than 125 percent of the number of
milligrams of erythromycin that it is
represented to contain. If it contains
15.0 milligrams of erythromycin per
milliliter, its moisture content is not
more than 5.0 percent. If it contains
20.0 milligrams of erythromycin per
milliliter, its moisture content is not
more than 8.0 percent, except if it con-
tains acetone, its moisture content is
not more than 2.0 percent. The erythro-
mycin used conforms to the standards
prescribed by § 452.10(a)(1), except
heavy metals.

(2) Packaging. In addition to the re-
quirements of § 432.1 of this chapter, it
may either be dispensed on individ-
ually packaged pledgets, each individ-
ual pledget containing 0.8 milliliter of

erythromycin topical solution, or in a
jar containing 60 pledgets. The jar con-
tains 0.8 milliliter of erythromycin
topical solution per pledget. Although
the pledgets in the jar are not individ-
ually packaged, the drug is uniformly
distributed throughout the pledgets.
The erythromycin topical solution
used on the pledgets contains 20 milli-
grams of erythromycin per milliliter.

(3) Labeling. It shall be labeled in ac-
cordance with the requirements of
§ 432.5 of this chapter.

(4) Requests for certification; samples.
In addition to complying with the re-
quirements of § 431.1 of this chapter,
each such request shall contain:

(i) Results of tests and assays on:
(a) The erythromycin used in making

the batch for potency, moisture, pH,
residue on ignition, identity, and crys-
tallinity.

(b) The batch for potency and mois-
ture.

(ii) Samples required:
(a) The erythromycin used in making

the batch: 10 packages, each containing
approximately 500 milligrams.

(b) The batch: A minimum of 6 imme-
diate containers.

(b) Tests and methods of assay. If the
erythromycin topical solution is dis-
pensed on a pledget, express the con-
tents of a representative number of
pledgets into a suitable container to
obtain a volume of sample adequate to
perform each assay described in para-
graph (b)(1) and (2) of this section.

(1) Potency. Proceed as directed in
§ 436.105 of this chapter, preparing the
sample for assay as follows: Using a
suitable hypodermic needle and sy-
ringe, remove an accurately measured
representative portion of the sample
and dilute with 0.1M potassium phos-
phate buffer, pH 8.0 (solution 3), to ob-
tain a stock solution of convenient
concentration. Further dilute an ali-
quot of the stock solution with solu-
tion 3 to the reference concentration of
1.0 microgram of erythromycin base
per milliliter (estimated).

(2) Moisture. Proceed as directed in
§ 436.201 of this chapter, except if the
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